The interaction energy (E interaction ) between ligands (MANT-GTP and MANT-ITP) and rest of the system (protein + water + ions) was calculated for each of the snapshots (~9600) as implied in NAMD2.7. It is the difference of the sum of van der Waals and electrostatic energies of the complex (E complex ), ligand (E ligand ) and the rest of the system (E Protein+Water+ions ).
Ligand / VC1:IIC2 interaction energies for MANT-GTP and MANT-ITP via molecular dynamics simulations
The interaction energy (E interaction ) between ligands (MANT-GTP and MANT-ITP) and rest of the system (protein + water + ions) was calculated for each of the snapshots (~9600) as implied in NAMD2.7. It is the difference of the sum of van der Waals and electrostatic energies of the complex (E complex ), ligand (E ligand ) and the rest of the system (E Protein+Water+ions ).
Thus E interaction = E complex -E ligand -E rest
This was calculated on each frame of the ~9600 frame trajectories and, therefore, should give a fairly good estimation of the interaction between the ligand and the rest of the complex (protein + water + ions). The energy values were plotted against simulation time and the two curves obtained for the energies for MANT-GTP and MANT-ITP were superimposed (Supplemental Figure 1) . The red curve shows the plotted values for simulation with MANT-GTP while the blue curve shows the same for simulation using MANT-ITP. It can be seen from the plot that MANT-ITP has better energies of interaction as compared to MANT-GTP. The average of the interaction energies for MANT-ITP is -1061.48 kcal/mol while for MANT-GTP it is -1035.10 kcal/mol, thus a difference of 26.38 kcal/mol exists between the two ligands in favor of MANT-ITP in terms of vdW and electrostatic energy. Tables 1 and 2 The GB model approximates ΔGel by the formula where r ij is the distance between atoms i and j, R i is the so-called effective Born radius of atom i, and
Supplemental
The effective Born radius of an atom reflects the degree of its burial inside the molecule. The efficiency of computing the effective radii is an important issue. It has been shown that a good agreement between the GB and PB models can be achieved if the effective Born radii match those computed using the PB approach (Onufriev et al., 2000) . The so-called Coulomb field approximation is often used for the calculation of the effective radii and the following expression for effective radii (R i ) can be derived (Onufriev et al., 2000; Bashford and Case, 2000) .
The integral is over solute volume excluding a sphere of radius ρ i .
The AMBER model for the calculation of R i is as follows:
Where ψ = integral above, α, β and γ are the adjustable dimensionless parameters. Within the GB models currently available in Amber, each atom in a molecule is represented as a sphere of radius ρi with a charge qi at its center; the interior of the atom is assumed to be filled uniformly with material of dielectric constant of 1. The molecule is surrounded by a solvent of a high dielectric εw (78.5 for water at 300 K). Supplemental Table 3 summarizes the results of the GBSA calculations. 

General strategy
The total free energy of the system G=G pol + G nonpol + E mm -TS Where, G pol is estimated by generalized born model. G nonpol is estimated by γSASA γ is surface tension taken as 0.0072.
SASA is solvent-accessible surface area calculated using LCPO method (Weiser et al., 1999 ).
E mm is sum of electrostatic (Coulombic), van der Waals (Lennard-Jones), and internal energies (bonds, angles, and dihedrals).
Methodology
The trajectory obtained from the MD run was converted into individual crd files at 100ps interval excluding the initial 1ns of the simulation. Thus total 86 frames were used in GBSA calculation for each simulation. The AMBER parameters (using bonding radii for GBSA calculation) were then generated using tleap and were subsequently used in GBSA calculation. The radii for Mn was set as similar to Mg as there are no parameters available for Mn in GBSA module of AMBER. The change of conformational entropy was not considered.
The following settings were used for the GBSA calculation. 
